To compare the role of low dose aspirin versus combination of low dose aspirin and low molecular weight heparin in idiopathic recurrent pregnancy loss and assess the effectiveness of low dose aspirin and low molecular weight heparin in having a better obstetric outcome. Methods: This study was conducted in a private hospital in Mahabubnagar from June 2017 to May 2019. A total of 80 pregnant ladies who had previous 2 and or more pregnancy losses in the early (before 20 weeks) or late (after 20 weeks) pregnancy period was included in the study. 80 pregnant women with idiopathic/unexplained recurrent pregnancy loss were properly evaluated in regard to the history of previous period of gestation of loss, previous scans in regard to documentation of fetal pole and gestation, cardiac activity, anomaly scan and growth scan and any special investigations in previous pregnancies and present pregnancy. Results: A total 80 pregnant women with previous 2 and more unexplained pregnancy losses who were evaluated and found negative with major causes of pregnancy losses half of them (40) were treated with low dose aspirin alone and the other 40 women were treated with a combination of low dose aspirin (75 mg) and low molecular weight Heparin (20 mg) daily low molecular weight heparin till term. The aspirin alone group had 82.5% live birth rate and the combination group had 92.5% live birth rate which is quite satisfactory and more than the Aspirin alone group. Conclusions: Use of combination of low dose aspirin and low molecular weight heparin seems to be a good choice of drugs in treating the unexplained recurrent pregnancy losses than low dose aspirin alone.
INTRODUCTION
Pregnancy is usually a safe journey with good outcome. In few cases unfortunately have an unpredictable bad outcome in the form of abortions or preterm labours or still births. This leads to mental agony to the aspiring mother to be as well as the entire family. 1 After such recurring pregnancy losses for 2 and or more times, there is lot of anxiety to regarding to the entire family as well as expectations from the treating doctors. 2 Women with such previous pregnancy losses should be evaluated properly with the history of pregnancy loss in respect to the gestational age, previous scans showing viable fetus, any infections in the past pregnancies and present, hormonal evaluations like thyroid levels, gestational diabetes screening, anti-phospholipid syndrome and protein C and protein S deficiencies, karyotyping of both partners as well as previous products of conception was subjected to Karyotyping or Microarray, MRI of the uterus to rule out any uterine anomaly, preeclampsia, eclampsia apart from the routine antenatal investigations. 3 In a town like Mahabubnagar with its feeding districts, many a times our patients can't afford beyond Microarray and all the above-mentioned tests and any further analysis in respect to evaluation of recurrent pregnancy losses (RPL) so as to guide them during the next pregnancy. 4, 5 Hence there arises a need for managing these set of patients with minimum special investigations along with the routine antenatal tests to rule out the cause and start safe and empirical treatment to lessen the recurrence and anxiety associated with the current ongoing pregnancy. 6, 7 
Objectives
• To identify, investigate and categorise the patients presenting with bad obstetric outcomes recurrently over a period of 2 years. • To select patients with unexplained or idiopathic recurrent pregnancy losses randomly and group into Group 1 who would be treated with low dose aspirin (75 mg) alone and Group 2 who would be treated with a combination of low dose aspirin (75 mg) and low molecular weight heparin (20 mg) daily till term. • To compare both group patients with RPL and after evaluating with major identifiable causes and if found negative with common causes of RPL to start treatment as early as pregnancy confirmation with low dose aspirin (75 mg) daily once till 36 weeks and lowest possible dose of low molecular weight heparin (20 mg) daily till term.
METHODS
This study was conducted in a private hospital from June 2017 to May 2019 over a period of 2 years. The patients who had 2 and or more pregnancy losses in the previous antenatal period were grouped as early pregnancy losses (before 20 weeks gestation) and late pregnancy losses and who were presently pregnant and have registered in our antenatal clinic in 1 st trimester were properly evaluated and after finding negative for maternal infections, gestational diabetes, thyroid problems, uterine malformations, any karyotype or microarray assay, APLA syndrome, protein C or S deficiency, previous medical disorders or preeclampsia, eclampsia were pooled into 2 groups randomly. 40 unexplained RPL patients in Group 1 were started with low dose aspirin (75 mg) daily once till 36 weeks and 40 patients of unexplained RPL in Group 2 who were treated with low dose aspirin (75 mg) and low molecular weight heparin (20 mg) daily till term as soon as pregnancy was confirmed. Both the group patients were randomly selected and in this process of undergoing the study, patients were counselled and due ethical standards were maintained as to the information, procedure and secrecy. The data was pooled and results were formed and arrived at conclusion regarding the benefit of these two drugs in isolated use or in combination for the unknown etiology of RPL.
Present study was carried out in a private hospital in Mahabubnagar, Telangana, India from June 2017 to May 2019. Over an average of 800 antenatal OPD monthly and 7000 annual OPD.
Inclusion criteria
A total 80 pregnant women with idiopathic RPL were included in the present study who fitted into the following criteria
• These women had previous 2 and or more pregnancy losses varying from gestational age of 6 and more week gestation • Most of these women had early fetal viability scans of their previous pregnancies • These women were also negative for uterine malformations, genetic analysis, gestational diabetes, APLA, protein C and S deficiency, thyroid abnormalities, medical causes, preeclampsia or eclampsia in relevance to history and investigations • Most of these women could get karyotyping barring 3 women and all the others had normal karyotyping except 1 who had banding in 18th chromosome • All the 80 patients were enrolled in present pregnancy and were investigated and classified randomly into Group 1 patients consisting of 40 patients treated with 75 mg of aspirin daily once till 36 weeks of gestation and Group 2 of 40 patients who were treated with a combination of low dose aspirin (75 mg) till 36 weeks and low molecular weight heparin 20 mg on daily till term.
Exclusion criteria
• Abnormal karyotypes of each partner, uterine and/or cervical anatomical disorders on pelvic ultrasonography or hysteroscopy, abnormal ovaries function, abnormal endocrine tests, GCT abnormal and antiphospholipid syndrome.
Statistical analysis
The results analyzed by SPSS (version 15) and they were tested by chi-square test. The results were significant in P > 0.05.
RESULTS
Out of 80 pregnant women with 2 and or more previous pregnancy losses together in both the groups who were fitting all the inclusion criteria of unexplained recurrent pregnancy losses of 7000 antenatal OPD the incidence was accounting to 1.1%. Age group of majorities of women were in the group 18-36 years. All the 80 pregnant ladies irrespective of their Groups in their first antenatal visit were asked in detail about the previous antenatal losses and investigations past and present to rule out the major etiology of recurrent pregnancy losses like gestational diabetes, APLA, thyroid disorders, karyotyping or rarely protein C or protein S deficiency or uterine malformation. Group 1 patients were counselled regarding the use of low dose aspirin (75 mg) daily and Group 2 patients were asked to take Low dose aspirin (75 mg) daily till 36 weeks and low molecular weight heparin (20 mg) till term after counselling regarding the safety profile of the drugs and unpredictable outcome in spite of the best monitoring. In Group 2 patients LDA and Low molecular weight heparin was given 20 mg 2 daily till term inspite of lack of substantial gross evidence of any microthrombi or any such vascular lesion leading to fetal demise in both early and late pregnancy losses in previous pregnancies. Consent was obtained and the patients were duly registered for the combination treatment along with the routine antenatal supplements. These patients were monitored routinely and on nearing 36 weeks, low dose Aspirin was discontinued in both the group patients and low molecular weight heparin was continued till term or onset of delivery in only Group 2 patients. The results were analysed in both groups regarding the continuation of pregnancy till term and the obstetric outcome as to maternal and fetal wellbeing irrespective of the mode of delivery i.e abdominal or vaginal as it was on obstetric demand. In Group 1 of LDA use patients, 33 patients (82.5%) out of 40 continued pregnancy till term and had a good obstetric outcome regarding maternal and fetal wellbeing, 3 patients (7.5%) had abortions before 12 weeks and 1 patient (2.5%) had IUD at 15 weeks GA, 1 patient (2.5%) had fetal loss at 29 weeks due to PPROM and 2(5%) patients lost follow up after 32 weeks. Out of Group 2 patients with unexplained RPL where 40 pregnant women with previous pregnancy losses were given LDA and LMWH, 37 patients (92.5%) had continued pregnancy till term and had a good outcome i.e a healthy mother who had delivered a healthy neonate by either vaginal route or abdominal route for obstetric indications alone. 1 (2.5%) patient lost follow up, 1 patient (2.5%) had spontaneous late abortion at 14 weeks gestation despite on drugs and 1 patient (2.5%) had sudden IUD as the patient lost follow up in between and also discontinued drugs and reported with IUD (Table 1) . 
DISCUSSION
Recurrent pregnancy loss occurs in about 1% of couples. Many a times after ruling out all the major causes, there comes a time when there would be not much options in spite of the best of the available treatments except for the empirical treatments. One of the probable causes of unexplained RPL could be any microthrombi leading to pregnancy loss. 8 Hence this study used 75 mg of ASA and 20 mg LMWH and monitoring their pregnancy outcomes. The most common assumption being an undetectable low-grade inflammation or micro thrombi responsible for these pregnancy losses. 9 Many cochrane studies like APRIL was done to study the role of LDA in prevention of recurrent spontaneous pregnancy losses. In this study we tried to compare the use of LDA alone and combination of LDA and LMWH. 10 This study was conducted on in unexplained RPL pregnant ladies over a period of 2 years who had recurrent pregnant loss either early or late and were treated with LDA till 36 weeks alone (Group 1) and LDA with daily 20 mg LMWH5 continued till term. 11 The outcome in both the groups were analysed. Out of pregnant women in study Group 1, 33 women continued till term. 3 pregnant women landed with early abortions (before 12 weeks), 1 patient had IUD at 15 weeks and 2 patients lost follow up after 20 weeks. 12 In Group 2, 37 woman had a safe term deliveries and had a healthy neonate, 1 patient had late abortion at 14 weeks, 1 patient landed up with Intrauterine fetal death at 30 weeks and was found to have stopped treatment for the last 6 days before landing up with IUFD and 1 patient lost follow up. 13 This gives us 82.5% and 92.5% live birth rates in Group 1 and Group 2 respectively which is similar to the study by Enrique et al, which showed a higher birth rate too. But in comparison to Group 1, the Group 2 patients had much better outcomes in terms of continuation till term and good obstetric outcome. Combination of LDA along with LMWH proved superior in our cases similar to the study done by Mak A et al who too had better outcomes of heparin and aspirin which included APLA positive cases. 14 Though this study has very small inconspicuous data for coming to any conclusions, but has given a good scope for large multicentric trial of using low dose aspirin (75 mg) daily 7 and low molecular weight heparin (20 mg) daily till term in patients who have recurrent pregnancy losses with no detectable etiology and hence as treated empirically as unexplained RPL. 15
CONCLUSION
Recurrent pregnancy loss both early and late continues to be an unpleasant issue for both the patient and the treating doctor, especially those cases whom have diagnosed negative with the major known detectable causes. Despite trying the best to investigate, there comes a time with no major detectable etiology. LDA and LMWH still gives an optimistic plausible result much more in comparison to LDA alone in unexplained RPL though large multicentric trials globally is needed to substantiate the use of LDA along with LMWH in unexplained RPL for a better obstetric outcome.
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